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[flM 1 ] 
[it^TJ. 2 ] 

FALSM^a*0«t#^^ "^SODm^fr^m^l mSOdmmit- tWDLliS J; m)vll t 
3 1 

FP^sBmrn^tomm^^- ^ so^mm^ ^ l . ^sodi^^#: t nedli t o^^m ^ wm 

[ii^Jl 4 ] 

FALS<7)|5^^MttK<^*!j^t-^ ^NEDLl ^ fz it^O&MOj^mo 
[»« 5 ] 

6 ] 

[it« 7 ] 

SODIUM* i NEDLI is J; ?>V 1 7^^ fi t OffiSfpffi ^ P1*^J o 

^jj7 t:f5«<?)i5a«^iJo 

9 1 

^mmm *3 r . #Mm^J*^'SOD^M#: i: NEDLl^ X Xf/ tfzit^ (D&M t coffiS'f'^ffl K 
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[0 0 0 1 ] 
[0 0 0 2] 

eral sclerosis : JilT. FALSt V> ^ ) ALS^'f*<7>5~10%CDMJKt:'fIi6 ^ tL^ -^O- 
t|50^^-eJSHmfSi^56^ CU/Zn;^-^^°-5^^'> X A ^ -Hf (SODl) jUtx^-C'* ^ 

75^^^pij mLx^^^ FALS^#:<^ 1^ 2o%mommi^^^^ ^ M H t L T v> ;g, o soDi }± . 
ia^. ^^MsoDi (mr. soDi^^#tv>^)^^~ifflBai*!'e«#*?f^^L. 

1) o 

[0 0 0 3] 

mJ^J:^BWMX^Mi}m^M $ tL-C ^NEDLl t^^L /cfm^HECTM^ l£^^>y-(r 
-;^t^tbL/^ o NEDLltiSODl^M^^^^.ti'^-^^'fk-t"^ - ^J) 

[0 0 0 4] 

S0Dl^M#<7>lffiia!*ltf f^f53t^l^ II o -C ii. V^:^5^S0Dl^^#:O ^ t ^§ 

^L. lE-^SODl (&MS0D1) tmS^L^v^seia^^: LT, /M^f* h 9 n 3 >^ 
:g^'eib^TRAP5 (translocon-associated protein complex) tLTV^;g) (##?f:S: 

[0 0 0 5] 

[#fF:5:m 1 ] lll^<ZrPiW0 03/018842^ >° > "7 V ^ 

mm'fxm i ] ^fip^-. ihi^x^. ^20%, ^n-^. 1508-1512. 2001 

[#^#lt:i:K2] Ryen D. Fons, et al. The Journak of Cell Biology. Vol. 160, 
No. 4, 2003 (529-539) 
[#^#l1^:fc«)t3] Kunst C.B., et al. Nat. Genet. 15. 91-94 (1997) 
[^B^OII^] 

[0 0 0 6] 

soDi^^#: h ^ (Dm^^^ t <^ (Dms.i'^m K^n^ nedli o t l 

. FALS<^)^^ ^ * ^ X A CO JM*-f«l5£ ^ f^iiE-r ^ o ^ O ai® is T . ^ffi^T- F^l 
[0 0 0 7] 

■^mm. soDmM#:t-e(7)p^m^i^toM^. ^BsK^ffl (nedli st^^ 
[ma =^ ft? ^-t z>fzii) (o^m 

[0 0 0 8] 

:t:^0J# \i . NEDLI T&^TRAP 5 ^: ii^^^^ § ^ I- tt {iS0Dl^M# t m^i^^'B^ 
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^ ^ h ^ \^fzo 
[0 0 0 9] 

FALSm#S*(^«^#>i^e.SODl^^^#:=^m^tL, ltSODmM#^TRAP ^ t 

[0 0 10] 

tfz^ FALSM^fi*c^^«#:a^^SODl^^#^«L. ^S0DP«#:i:NEDLl*3 J: t/Dvl 
[0 0 1 1 ] 

S^c. FALSm#S5l5O^f^#;6-e>S0Dl^M#:^«L. l^SODmM#i:NEDLl t 
[0 0 12] 

g -r ^ , :2^|&BJ! iiFALSO g^J^^14jg (T^ifJlJ is It ^ NEDLl ^fz\t^ (D&'^<Dm.m ^ It 

it?> 0t L < {±HufB*Kf±. TRAP^ t /i{±Dvll't?*;So 
[0 0 13] 

< :bx.T. S0D'^^#:tNEDLli3j;tf/'i7t{±-e<^»Kt(^5fB5:fPffllCi3tt^ia«J« 
[0 0 14] 
[0 0 15] 

^ /t. #mfflaa(:i3V^T. Mffi^^iJyJ)^^SOD^^#:fc NEDLl ^ J: fc{i'?-<Z)*Kfc Offl 

Sfpffi io * ia«;§iJ -tr ^ ;& /i- ^ -^^-r ^S. ^ i: ^ #m i: 1- ^ > FALS<^ T * 

ffl :&mSlJ ^ >^ y - i^-t ^ M« ^ :rt^ o 

[0 0 16] 

^mmz'i}tk.\t. ¥K[^(DWMm^'^'^'^i>som^mi^h^(omw7^^ (trap,?. dvii# 

hwm^^t(D'i^^m (NEDLl ^$^V>:^>LT) /&5FALS(^e^I^^tt;gt3W^ 

% ^ o 

[0 0 17] 

^fl9g^ct^;i{i\ FALSOr^j^t'^ffltr^^d. S0D^M#i:NEDLli3 J: t//^ /tt±'?-<^ 

[0 0 18] 
[0 0 19] 

:$:|^?gt'#'g.NEDLlstfS^{i. ^«6200:^^ (3- K^:^4755:^*) ^^•t^m.U'^X 
* 19 ^ -e<7)mSiB^J^I£^m(7)ie^!l#^2 KT^-fo m3lf5^56^'=?- Kf^NEDLl^ >'^^°i5' 

*S£5^iJ^ J:rfT5 ymSfi^^iJfi. GeneBank (http://www.ncbi.nlm.nih.gov.) tcSa#-^AB 
048365 1 L $ tLT ;z, „ 

[0 0 2 0] 

EI 1 tct hNEDLl(hNEDLl) t'V'!?;;?. NEDLl (mNEDLDc^T^^ ^ > h {^"EXiV-m^) ^ 
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. (2)pt='«t;WWF^^ > {y'u V y^) y^WMtcDi^^Km-^) ^ (3)C^ 
t::HECT K ^ > tf ^ y E 2 <D^^Uii ) "C * o 

[0 0 2 1 1 

NEDLl<D»®=^|WI^-t-^/ii6tc. :^mM^hlt. tulfiWWK^-i'> (757-1114jS:) ^ffl 
V^r. yeast two hybrid^?. U >' i^=lr^f-o fco loO^K t LTTRAP 5 

[0 0 2 2] 

TRAP (5 {±. >/-^^^<D Y^y7.u^~iy 3 >(cM5*1-'&H^i?a^^ 

, h'^VXnny (translocon-associated protein) ^^^°i^K«7)l-oC)-9- 
■7'^^ ^ h -e ^ o TRAP 8 tm^MSQSD h \t'i^^ L SODl^^f* i: l^^i" h^h\± 

m^m^^iiX\^>^ (Kunst C.B. lb. tfrJ-l) o -e^-e, NEDLl. TRAP<J. 

*5 J; soDi w (Di^sA'^m ^ fz o Mi^m k h . cosyiafla ^^tih <^^^«^% t?* > 9 

[0 0 2 3 ] 

NEDLl j:TRAP^ j: Ol^^ 

±|Bc^li^fl'(^|&*. 1112. Stl^-ri^J'. NEDLU4. |*!Htti3 J: WHtt<^TRAP <J fc|t 
^LTV^^ ^ i:^^^lSfI$tL;|,o icol^^li. yeast two-hybrid;^ i^' V 'fjiUiaW 
WK^-f >^^LTV^;2,^i:^5ltfg$tL^o L^^L. TRAP<J{±. NEDLltC J; o tf^'f- 

[0 0 2 4] 

NEDLljiSQDl 

tm^^v^j:\^^^ tijmm-^i^^o ttz. mdutm^ -^^somm^^ t<Dm-^mii. sodi 

[0 0 2 5 1 

<iox.x. MDLW^som^m'l-^'t^^^^yit-f-^ ^ ti)mM^fi (05) . ^(7)^e^ 
f">'jb<^e;Kti. SODl'^m#:W^^tL/cFALSm#<^)|SlJ^#.ttJg^ titJJtf!l-rS i 

[0 0 2 6] 

NEDLIO^^T. S0Dl^M#^c75^t|c75@Pf^<[:=^^L/c^cO75^ |116-e^^>0^ iir"J> 

mmM^^m ibi^ii L X . soDmM#^^~^^ L -c ;z> ^ t ^ o 

[0 0 2 7] 

[0 0 2 8] 

TRAP,? ^SODl<l:cD|^# 

I117tr^-r J: d ^1.Ht4TRAP^i±. S0DP^^#:i|^^i-i>;6^ 
^MSODlfc{4^^L5&V^i ty&«?i®^tL^o NEDL10^^tIW[;|ttc. TRAP.? h:^'^' 

^ soDi^M#: t (D^^m It . soDmmm^^m ^ i%fzFALSB.m<Dmmm^m t is mtm-t 

[0 0 2 9] 

(l)NEDLlt4. ^^j-^r^t 7t{4TRAP<5 ^:itt3S0DmM#:^^lf ^^>'<bi-^ (2)NEDL1^TR 

T 4^° h - ^ ^J) ^ -r (3) 'mmW<7)m^ a > NEDLI is i ZfX t fz {4TRAP ,5 (OmM^f^ ^ 5 1 
^ j|3 i L . ^ fi-Amm - ^ - n >- ^ ir ,® t/o < i ^ (4) NEDLl/TRAP- ^ /SODIUM 
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[0 0 3 01 

mdhlOWWV^ 4 y^^1y&]<DV>^ 4 > (382-144814) =^fflV>X. yeast two hybri 
10 0 3 1 1 

io^^ (l)iJ y =-iJ ;VWnt/TCF>^ ^'i- V > 'ii^^ h $ tL^ DIX K ^ > . (2)PDZ F ^ ^ > 

(Stbni, CKIriig^co^ie^]) . (3)DEPK^^> (PCP v ^'-^ V > ^"""t-om^^EfbtcP^-^) "C-^ 
^(D.J. Sussman et al., Dev. Biol. 166, 73-86 (1994); A. Wodarz et al.. Cell Dev 
. Biol. 14, 59-88 (1998); M. Boutros et al.. Cell. 94. 109-118 (1998))-^*) l9 . DE 

[0 0 3 2 ] 

TMPd (Dm^tmm^. nedli. mmsxxfsommomTLi'fm^m^f^o c 

[0 0 3 3] 

±m<om^)f<D^^^. msK^i- x r> NEDLii±. ])vnt^^Lx\^^:h^t-^mm^fi^ 
o ttz. NEDLi {± . ]yvu^^\^^^y^tir^^t mtm ^fi. im9) -^h j^nedli (d^^ 
T , Dv 1 1 ^fti <7) mw^'it ^m^f'ii><7)iimio-x^^o 

[0 0 3 4] 

Dvll hSODl jiOM-^ 

±iB<^^tfO^^. Hlltr^i-J: ^ Dvll{±. SODl NEDLI <7)^4£TI§^1- - t/^^' 
[0 0 3 5] 

ALsm#<^at!j - ^ - n :/ -effl|fe#|&^'i-^^'#^ ^ tLT *3 19 . NEDLl>/h«Dvl 1^9-^ KMir 

&mm<7)S0Dm^^(D§mi)mw]^^-^y^i^M-^\^x\^^^^timm-^^^ (luo. z 

.G. et al.. Neuron 35. 489-505(2002)) o 
[0 0 3 6] 

^t«l&E3:2-earf^>i; 3&'-^f-r^;|.NEDLlii. TRAP^tlt^^ (^aSl^ffl) Dvl 
It^M^L. itL^J-^f^f-><bLT^M-t-*o NEDLlii. ^ J; ^ ^'SODl^^^. DVll 
. TRAP^ tm-^^^^f^J^-t^cOT?. #tc:xH^^f->^/^:i£<^^»^:a^*t/;SODm^#:tg::;^ 
>^?^^#:^?^^-r;|.o llfitJiJ' (M) -e^^DVllt/^{±TRAP<J<^^StttC:^#^# 
x.;S. NEDLI <7)M(±, S0Dm^#:t3 j:oTpg5$tL;i.o CI tLfjIH^ O^fiS^f^ffi^^^-r-^T. F 
ALS(75^M^^l::TOLTV^;2, J: ^ "C^^o L/i^^'o-C. mfsa^^#^) L < 

fz^M, Km-::^ < . FALS^SH^ is If ^ SODl^M'^ t^<D mM^=?' t O O^BS'f^ffl <Dm 

[0 0 3 7] 

FALSOV^MJ js J: Zfr^mij'& 

±ia(^J: ^ ^^^mi^^-^'v^T^ itLfS. S0Dm^#i:NEDH*5 i O'V^ >t {i'?■ 

[0 0 3 8] 

:^<DXd^j:m.^M<DP.i^V ~=-y^yo'^tVXit, Two-Hybrid System (#!lx.{f. Gyuris 
. J. Cell, 1993, 75, 791-803; Golemis, E. A., Current Protocols in Molecular Bio 
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logy (John Wiley & Sions, Inc.) 1996, Ch. 20.0-20. D^O^^lf^tL^ o tfz. :^3£^S^ 

ir:h:Lt -eiaw^ij <7? ;^ ^ U - ^ > y^mm^' * ^ o 
10 0 3 9] 

±|B<7) ^ i; - ^ > ^-^^V* -r-IWI^ $ tL/cSODmM# i: NEDLl J: (7/ 1 i± -f- o*® K 

isif^ m^M -^^h^^y^^'^ V:^ t± > fals ^ ^ t }± ^ o pxt^teo ^ ^ i^^p 

[0 0 4 0] 

(ism 

( t h NEDLl cDNAcO n - - > ^5^') 

t: hNEDLl cDNA<^^n-->^''^cov^-ni. g||^<&r?iWO 03/018842/^° > 7 V h (PCT/ 
JP02/08524) ^zm7&LX^^i)\ Jil.T<7) i ^ LT . ^IfeLf^o "t'^^-^. 

^ ^ y _ . y 9 ^ -v^- (5' -GGTTTTTAGGCCTGGCCGCC-3' . mm^W 3 ) i3 i O^^'J 

• (5' -CAATGAGGTACATGCCAATCC-3' , MB^iJ#^ 4 ) =Sr4Sffl L. libMJi (S 

tratagenett^) =^T->7°V-hi:L-C. NEDLlcDNA ( H h #^^/1sffifl&'fI^^ ^ (DcDNA:/ -f 
9 ij -) 05' flS^^fciiitiLfCo hNEDLl cDNAi±> PCRiiiIillff>T- l--^^ K 1 <i 

mmmt^UU) tKIAA0322 cDNA ( (It) i)^ir-^Di^Am^m. T.Nagase^ 

[0 0 4 1 ] 

(B^k^^iS j; J/ > 9 > X 7 V 3 >-) 
/^ffllSii. lO%i^:^fe14'fh'^'->l&mjflL?t (FBS. Life Technologies. Inc.) . ^-i/VX 
lOOIU/ml)^ ;<.hV7'>"7-f^^> (100 /i g/ml) ^mmhfzmil640mit'Cmm\^fZo C0S7i3 
J: mJeuro2a$fflmti> 10%«^?FvStt4b'^ vfl^miflLvt v U > (lOOIU/mD/X 7° h 

^ V > (100^ g/ml) "k'^tlULt: ^"";V^ ^'^f^-f - ir;V:^m(Dulbecco' s modified Eagle 
medium: DMEM) Lfco mmi±. ^^4'7ic|fef^5%Rm5y;^#ffl^T^ 37'C-e:^«L/c 

h T 5 > (Lipof ectAMINE. Life Technologies, Inc. ttM) =Srffl V^T^M t/^o *Sa<^ 

^i^-eti. h h L/iifflia=^MG-i32^fflv^-c. ^mmo/iux-3o^miskmLfz 

[0 0 4 2] 

(Yeast Two-Hybrid Screening) 

^^y^f) :^i^e.#^tL/j:cDNA'7^ V -^fflv^S, Gal4-based matchmaker two-hybrids 
ystem (Clonetech1±») ^j^ffl LT^^f L/Co Saccharomyces cereviciae CG1945*fflB&^p 
AS2-1-NEDL1-1 (757-1114{i. 1^^^^-=-^^') 1 7t 5±pAS2-l-NEDLl-2 (382-1448{4. 

mt L o ^f^K^^-fr * $ ^ t;:tirlficDNA 9 9 V - trJ^K^m L o LacZHrtt 3 n ^ 
[0 0 4 3] 

tBiE# 2005-3003364 



mm 2003-413629 



6/ 



0. 25 ;ag^«El (Boston Biochemttm)> E2s=^§&iti-*E. col i /^^ e. C0ffllffl«»tJl/^ 
1:13 iO^lOyug-i^ v'Ub(Sigma%l:^)^250 mM Tris-HCl(pH7. 6) . 1.2 M NaCK 50 mM ATP.^10 
mM MgCl2> ^iti^^SO mM V-f >^::l^~ h LfZo 30'Ct?2B#Wt^ 

. SDS^>7';^^^'>;'•7 7=^^^JPL•r. RjS^^lhL/io msl-'IrSDS-PAGE-e^^WL. ^ >'^^ 
yVti^L, $iL^tr^-f->'-=&y ;Vjn;# (Medial Biological Laboratoriestt^) c 

[0 0 4 4] 

. D Bohmann^J; ^WM-^f^fZo ^:^NEDL1 cDNA^PffLttt/ffiM-^^^ ^ ^ KpEFl/His ( 
Invitrogen^±m)tfct4pIRESpuro2 (Clontechtt^) L/co m^mtfzi±^mm(DSO 

Dl=^3- Ki-^cDNA=^FLAG'J> L < i±Myc3^tf h -'/iJ' iJ^@B^lJ<7):^;V'1^'^v'*J^i'^'^l-- P 
IRESpuro2i'^j-y^^ n ^- > ^^LfZo mm^. FLACfc L < {±MycJ^H° > - ^ ^ ^'^TRAP 5 O 

[0 0 4 5] 

^7-1^ ip-cNEDLl:^ V rf^^^ F(460-482fi) t TRAP 5 ^ V -z^^y"^ K(93-126f4) liMLT 
. '?-^x-rtLj5LNEDLl*n:#:i:K;TRAP5^#:^'f^^Lyio ^mtM9.m:\U C0S7lfflia^ /c^N 
euro2aMt^#^'^a^^^'t:\ ^il7°7J^^ K^fflV^T* h ^J^^^i^ h L/to 48B#W 
:/nT-T-^f|5S*^J*i5'-r;v(Sigma1±$^)=l:)aUnL:^cTNE^-^'-7 7r (10 mM Tris-HCI pH 
7.8^ 150 mM NaCK 1% NP-40. 1 mM EDTA. 1 mM PMSF) 4" "elHiaM L o ^%tm^^'^ 
=^tn:NEDLm#:, ^rLFLAG*rL#(M2. Sigmafim) t tif/CMycfeL^OBll. Cell Signaling Tec 
hnology%l:®)*ffiv^-C. '^m:(m^^fZo ^3^m^#*GTP|§^^ K^^ "7 r n 

tr-XJit?|I|l|3lL. Laeimnli-^f>7';V/^'';':7Ttt'-e?»$ii:T^mL. SDS*°UT_5 F<>";V 
t?^^^i& V ^ h n -7 h I' J: .-ff v V r'y v 7 ;V:t V K p< > > (Immo 

bilon, Milliporettii)^C^LfZo mv#fl?^RIPA^-^- >7 "7 r (10 m 

M Tris-HCI pH7.4. 150 mM NaCK 1% NP-40. 0.1% 7"^^v3-;vm^ h V^A, 0.1% S 
DS. 1 mM EDTA)>=i='-e«L. ^ 'DWkti^^n'^mm^'^ ^fz. ^ > V > =^^l*n;#T' 
T'n — ■:^L^ -?-tty6^?35j^ — ;;?.9'7*'f v'^'^-'V^^v^— •^'(Jackson Immuno Research Lab 
oratories/Southern Biotechnology Associates, Inc.M)-eSfiL/c— ^JrC^^ h%,\z4 
W^-tZo ^&U.V€A^(r) ^-^y F^ECL±iM-fb^^*'&(Amersham Pharmacja Biote 
chtt) \z^^ T^tm L/co 9 ^/^iJ' K^ft?ll.^-e{4. Neuro2|fflSa*P;ffe<^l&?i7':7 X 5 K 
t? b ^^^y^i^ ^ L/co h^^:^^ j.i^v'a >c048Bt^f^, v v ^ F (S 

igmattM)<^50 ;«g/ml«JS-eF>'fSBlF^^5tSL/io ^(D^^. ^I0M«C7)^S(5O ^ g) ^ 
.j7aij;?> rJ' :/-7^n -7 b lC;d^lt> T Intel 1 igent Quantifier software(Bio Imagett^) * 

[0 0 4 6] 

(M-^J 1 ) NEDLl t TRAP (5 ^; Ol^-^ 
C0S7^fflia ^ H 2 L /c^iS :7° 9 X 5 F (NEDLl is J; U^TLAG-TRAP 8) "C* h 7 > 
^ > L/Co ^mv#ftf%^i5LFLAGi7L#: (^l^^°^;^) t/i{±»DLl^# (»2/^°^W^) 

(IP) $-t^/^o :^iSa»=^llt::^L/i^#=lrfflv>T^^:/n>7 b(IB)Lf^o ^HH 
Jia?t»=^#i5' :fe3syn>7 h^^iffLfv: (^s^n^^-^;!-, m 

fzo C0S7|ffl3&^xpress-NEDLl^?a-7°9 ^ Fi? h 7 >^ 7 :n ^ h L. |Wj#(D^,^^^To 7t 
(HIS) o ^fLh(Om^ii-h. NEDLltTRAP^ tOlS^^^'^l-HttTRAP^ irov^TM^tL/i 

o 

[0 0 4 7] 
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mmm 2 ) nedli t sodi^m# t (o^^ 

NEDLiis X miAG^ ^so\)mm^t fz itm^msodi^mmmMir ^ cosimm- h co^iib 
) =^fflv^-c> -?-tL-rwif Lfc (1114) o ^5!Et^, .%ii'feE^^«^i!iii9^ m^^n.5^m 

I*Ii;^t:i-'g>S0Dl^S#;(C6F. A4V)«. NEDLI 3i < LTV^ ^ ^ i: ^^'^tJ-^ (EI4. V 
->3. 4) o l&-!EMt^>&ei;Mii^^-r> SOdmmi^ (L126S, H46R. D90A) 

#M>bc=^^«^-^-^^. SODlggM#: (G93A) {i> NEDLI i: 4^@JS(^lt^=^ LTV^ ^ ^ 
i:755^;0^;|,o tfc. H^^MSODl^iNEDLlfiM'^L'SrV^ (*y;fcL'S:V>) :it'i>^^^^ (1^- 
^2) o 

[0 0 4 81 

imm^l 3 ) TRAP 5 t S0D1^M# t 
C0S7,^ffl|^^FLAG^ i^-'TRAP 8 i3 X XMyci' ^''SODl^Mfrt imycd^ ifm^MSOm^ n - F 

5 TtfifeLFLAGfet^ (^2/N°^-^;l') ^ffiv^-c. -ea^^^e^FLAG^jL* 
t /S{i*iLMyc*rL#:^fflV^T. ^M^^u y y Lfz (1117) o FLAG^J^ i^TRAP 5 t f^liMyciS' i^SOD 
mmi^O^m^^FLAGm^ (^3/^°^>;^) t /cti^MycirL-f* (^4/^°^-;^) =SrfflV^T. 

A4V)f±. TRAP5 t5^<^t^LTV>;z,i t^^^^^O-^ (117. lx->4) o -^S. m&^km^.^J: 
^mBM^^-r. SODmm^ (H46R) ti. ^5i:^fc'TRAP5 i:M^=^LTV>:&v^ii::^5^>6- 
:?> (v->6) o tfz. m^MsomtTmaam^L^j:^^ (*ri:L>&v^) t ^):59^/ei>^ ( 

V->3) o 
[0 0 4 9 1 

(^MW 4 ) NEDLHS#tt J- e ^ :x 'fb 
NEDLI . SODm^#: ^ SODl Km^ir & ;ft^t? J- e ^ > <b L o C0S7MBa ^ 

^ Y Lfzcos7mm^^h(D^mmi^mm^mYcmi^'^^:^^itw^^x. m^^^^^yijii^ 

^m^^X-^^yu y h Lfz (±fl5/N°^->;v) o iStSFALScOElJ^M^ 
(A4V>G93A>H46R) JtM L/Co ^m^lff%=^WDLl^#:t?^^ •7*1:1 h L, V^y 

7.y Y LfzmdLKD^m'^mmLfz (Tf|5/^°^;v) o H^.^epti. ^if^^Xb^ 
tt-C v> v^SODl cof£ S ^ ^ L> i^EHy t-:0-^a-^ - - =S:7P LX^&o 
[0 0 5 0] 

(^» 5 ) msLKD^^T. t fz ayf^Tcom&Msomis X tfsoDmm#<^^M 

i^i^uy^^i^py^mmk (#l-M50/ig/ml) . Hetl^LTt i d ^M'fe^Bti-eHIilJl 
Lfz. ^ ^J' - ^ 7t {iNEDLl^ia-^7 ^ 5 F-e h 9 > -7 i i!^ h Lf^Neuro2a^fflB&0?#tf 
t/=&feLFLAGfeT:#:-e:fe3g7^n h LT, SODIUS V^^^^^lifLf^o SODl^M#:}i. 
SODIJ: ^?ffl^l^::^M§^^^Co NEDLia. S^^fflSODlcO^»m^#=^:RiJ$ ^:*^o/co SODl 

lem^tL. NEDLlO^j^^T. S0D1^^#^ KO^^^S 
f± . 15 mKLS(DM&m (A4V>G93A>H46R) K itm L T ^il? L T i9> < ^ t ^^^B^JJ^ ^ o 
[0 0 5 1 1 

imkm 6 ) NEDLl tBvllt (D^^ 

C0S7M4'. uyc^ ^']yvn^m])utt^KMmmm.^^f:o ^m^is^^^tNEDLi^ 

^'"'Dvli<^^iav^;v=^^Myc^#^fflv^T. :fe=)£7*n y > LUftf L/w (Ttl5/^°^;^) 

(^ttfO 7 ) Dvll(7)NEDLHd£^t4-3- \£^^yjt _ 
NEDLl li . C0S7,fEm 4'Dvl 1 ^ ^ ^ ^ > <b L o C0S7fflia ^ 119 L /c^K 7° 9 >^ 5 K 

^m^^x. —MmK^hyy^y^^VLfzo h^v;^^^^^^ h Lfccos7m>6^'bco^iH 

»ftftf^irLMycift;#:-e^&^?t^$-ii:T. JiL^tf ^^>in;#=lrfflV^T^&&-rn y Y Lfz ( 
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[0 0 5 2 1 

(MfiJS) NEDLlir i^DvlK^^ftl 

^'r^M^ (l^?tJt50;/g/ml) . UllOt^^L/c i ^ 'S;M'fe^fl#,'^>-elIlJlXt^-o Neuro2a» 
V#»=^tn;FLAGirL#:-e:fe-!Syn 7 h Lt. DvllMfi V^;V=^53->iff L:^Co ^EDLl<7)^ftT. F 
LAG-Dvll<7)#^^»{±, P^ICM^-Lfco 
[0 0 5 3] 

9 ) Dvll i: SODm^# t (D^^ 

(mil. V->4) o tJtJFALSom^K (A4V>G93A>H46R) KitmVXmH^^LX 

[0 0 5 4] 

msoBmmm^M-m^ti'fzFM£BM<D^jMm-\±m<Dm^^^m^^ FPiscDW^mKm^^ 

[lll®coffl#*I5i5g] 
[0 0 5 5] 

[mi] llll{i> t: hNEDU(hNEDLl) t^'i^JJJ.NEDLKmNEDLl) ^i<^Wc7)^^^fi<jT5 
^- ^:$-ibc7):^^Sc^^1-o C2 ^ WW J: miECT >75^'-€-tL 

m) -e^fe^o 

[ma] NEDLli:|*lH'l4TRAP-.5 t C0|t^^^-f ^7 h Lf^m^^tblH-e* 

[1114] NEDLli:S0Dl^a#t<7)|t'^^^1-^^!£-7~"n ^7 MlI-e^;?)o _ 

[0 5] NEDLlO^^asODliS j:t/S0Dl^^#:tlM-r'2>J^H"^-^>'fb=lr7J^t-^&lK'^n 

y h |i|-t?afe;s>o _ 
[me] NEDLl<7)^;teT. S0D1^^#^ J;t>'S-^MSODl<D^»<D0^^<b^7F-r^^ 

[117] S0Dm^#:i^1-HttTRAP<J t<7)|§^=Sr^i-^ft7^'n Mll-e^;i)o 

[ma] NEDLifcDviii:<7)^>^^^-r^&^:/n^ Ma-e*;i.o 

[HI 0] msLKD^^T. \)v\i(D^%^.(Dm^mt^7f^'^'^^y^^ ymxh^o 

[0 11] NEDLlC0#:fcT. SODl^M#^^:Dvll t (^Ig-a-^^-Tife^Sr O h0-e^;& 
° [ 0 1 2 ] FALS5l»S^^ j3 It ^ S0D1^M# <^ M«^^ <^ M OffiSf^ffl 
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SEQUENCE LISTING 

<110> Hi samitsu Pharmaceutical Co., Inc. 

<120> Method for determining clinical malignancy of FALS 

<130> JP03-1448HM 

<140> 
<141> 

<160> 2 

<170> Patentin Ver. 2. 1 

<210> 1 
<211> 1585 
<212> PRT 
<213> Homo sapiens 

<220> 
<223> 

<400> 1 

Met Ala Ser Pro Ser Arg Asn Ser Gin Ser Arg Arg Arg Cys Lys Glu 
15 10 15 

Pro Leu Arg Tyr Ser Tyr Asn Pro Asp Gin Phe His Asn Met Asp Leu 
20 25 30 

Arg Gly Gly Pro His Asp Gly Val Thr He Pro Arg Ser Thr Ser Asp 
35 40 45 

Thr Asp Leu Val Thr Ser Asp Ser Arg Ser Thr Leu Met Val Ser Ser 
50 55 60 

Ser Tyr Tyr Ser He Gly His Ser Gin Asp Leu Val He His Trp Asp 
65 70 75 80 

He Lys Glu Glu Val Asp Ala Gly Asp Trp He Gly Met Tyr Leu He 
85 90 95 

Asp Glu Val Leu Ser Glu Asn Phe Leu Asp Tyr Lys Asn Arg Gly Val 
100 105 110 

Asn Gly Ser His Arg Gly Gin He He Trp Lys He Asp Ala Ser Ser 
115 120 125 



ffiliE# 2005-3003364 



#JE 2003-413629 ^--J : 2/ 

Tyr Phe Val Glu Pro Glu Thr Lys He Cys Phe Lys Tyr Tyr His Gly 
130 135 140 

Val Ser Gly Ala Leu Arg Ala Thr Thr Pro Ser Val Thr Val Lys Asn 
145 150 155 160 

Ser Ala Ala Pro He Phe Lys Ser He Gly Ala Asp Glu Thr Val Gin 
165 170 175 

Gly Gin Gly Ser Arg Arg Leu He Ser Phe Ser Leu Ser Asp Phe Gin 
180 185 190 

Ala Met Gly Leu Lys Lys Gly Met Phe Phe Asn Pro Asp Pro Tyr Leu 
195 200 205 

Lys He Ser He Gin Pro Gly Lys His Ser He Phe Pro Ala Leu Pro 
210 215 220 

His His Gly Gin Glu Arg Arg Ser Lys He He Gly Asn Thr Val Asn 
225 230 235 240 

Pro He Trp Gin Ala Glu Gin Phe Ser Phe Val Ser Leu Pro Thr Asp 
245 250 255 

Val Leu Glu He Glu Val Lys Asp Lys Phe Ala Lys Ser Arg Pro He 
260 265 270 

He Lys Arg Phe Leu Gly Lys Leu Ser Met Pro Val Gin Arg Leu Leu 
275 280 285 

Glu Arg His Ala He Gly Asp Arg Val Val Ser Tyr Thr Leu Gly Arg 
290 295 300 

Arg Leu Pro Thr Asp His Val Ser Gly Gin Leu Gin Phe Arg Phe Glu 
305 310 315 320 

He Thr Ser Ser He His Pro Asp Asp Glu Glu He Ser Leu Ser Thr 
325 330 335 

Glu Pro Glu Ser Ala Gin He Gin Asp Ser Pro Met Asn Asn Leu Met 
340 345 350 

Glu Ser Gly Ser Gly Glu Pro Arg Ser Glu Ala Pro Glu Ser Ser Glu 
355 360 365 

Ser Trp Lys Pro Glu Gin Leu Gly Glu Gly Ser Val Pro Asp Arg Pro 
370 375 380 

Gly Asn Gin Ser He Glu Leu Ser Arg Pro Ala Glu Glu Ala Ala Val 
385 390 395 400 
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He Thr Glu Ala Gly Asp Gin Gly Met Val Ser Val Gly Pro Glu Gly 
405 410 415 

Ala Gly Glu Leu Leu Ala Gin Val Gin Lys Asp He Gin Pro Ala Pro 
420 425 430 

Ser Ala Glu Glu Leu Ala Glu Gin Leu Asp Leu Gly Glu Glu Ala Ser 
435 440 445 

Ala Leu Leu Leu Glu Asp Gly Glu Ala Pro Ala Ser Thr Lys Glu Glu 
450 455 460 

Pro Leu Glu Glu Glu Ala Thr Thr Gin Ser Arg Ala Gly Arg Glu Glu 
465 470 475 480 

Glu Glu Lys Glu Gin Glu Glu Glu Gly Asp Val Ser Thr Leu Glu Gin 
485 490 495 

Gly Glu Gly Arg Leu Gin Leu Arg Ala Ser Val Lys Arg Lys Ser Arg 
500 505 510 

Pro Cys Ser Leu Pro Val Ser Glu Leu Glu Thr Val He Ala Ser Ala 
515 520 525 

Cys Gly Asp Pro Glu Thr Pro Arg Thr His Tyr He Arg He His Thr 
530 535 540 

Leu Leu His Ser Met Pro Ser Ala Gin Gly Gly Ser Ala Ala Glu Glu 
545 550 555 560 

Glu Asp Gly Ala Glu Glu Glu Ser Thr Leu Lys Asp Ser Ser Glu Lys 
565 570 575 

Asp Gly Leu Ser Glu Val Asp Thr Val Ala Ala Asp Pro Ser Ala Leu 
580 585 590 

Glu Glu Asp Arg Glu Glu Pro Glu Gly Ala Thr Pro Gly Thr Ala His 
595 600 605 

Pro Gly His Ser Gly Gly His Phe Pro Ser Leu Ala Asn Gly Ala Ala 
610 615 620 

Gin Asp Gly Asp Thr His Pro Ser Thr Gly Ser Glu Ser Asp Ser Ser 
625 630 635 640 

Pro Arg Gin Gly Gly Asp His Ser Cys Glu Gly Cys Asp Ala Ser Cys 
645 650 655 

Cys Ser Pro Ser Cys Tyr Ser Ser Ser Cys Tyr Ser Thr Ser Cys Tyr 
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660 



665 



670 



Ser Ser Ser Cys Tyr Ser Ala Ser Cys Tyr Ser Pro Ser Cys Tyr Asn 
675 680 685 

Gly Asn Arg Phe Ala Ser His Thr Arg Phe Ser Ser Val Asp Ser Ala 
690 695 700 

Lys He Ser Glu Ser Thr Val Phe Ser Ser Gin Asp Asp Glu Glu Glu 
705 710 715 720 

Glu Asn Ser Ala Phe Glu Ser Val Pro Asp Ser Met Gin Ser Pro Glu 
725 730 735 

Leu Asp Pro Glu Ser Thr Asn Gly Ala Gly Pro Trp Gin Asp Glu Leu 
740 745 750 

Ala Ala Pro Ser Gly His Val Glu Arg Ser Pro Glu Gly Leu Glu Ser 
755 760 765 

Pro Val Ala Gly Pro Ser Asn Arg Arg Glu Gly Glu Cys Pro He Leu 
770 775 780 

His Asn Ser Gin Pro Val Ser Gin Leu Pro Ser Leu Arg Pro Glu His 
785 790 795 800 

His His Tyr Pro Thr He Asp Glu Pro Leu Pro Pro Asn Trp Glu Ala 
805 810 815 

Arg He Asp Ser His Gly Arg Val Phe Tyr Val Asp His Val Asn Arg 
820 825 830 

Thr Thr Thr Trp Gin Arg Pro Thr Ala Ala Ala Thr Pro Asp Gly Met 
835 840 845 

Arg Arg Ser Gly Ser He Gin Gin Met Glu Gin Leu Asn Arg Arg Tyr 
850 855 860 

Gin Asn He Gin Arg Thr He Ala Thr Glu Arg Ser Glu Glu Asp Ser 
865 870 875 880 

Gly Ser Gin Ser Cys Glu Gin Ala Pro Ala Gly Gly Gly Gly Gly Gly 
885 890 895 

Gly Ser Asp Ser Glu Ala Glu Ser Ser Gin Ser Ser Leu Asp Leu Arg 
900 905 910 

Arg Glu Gly Ser Leu Ser Pro Val Asn Ser Gin Lys He Thr Leu Leu 
915 920 925 
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Leu Gin Ser Pro Ala Val Lys Phe He Thr Asn Pro Glu Phe Phe Thr 
930 935 940 

Val Leu His Ala Asn Tyr Ser Ala Tyr Arg Val Phe Thr Ser Ser Thr 
945 950 955 960 

Cys Leu Lys His Met He Leu Lys Val Arg Arg Asp Ala Arg Asn Phe 
965 970 975 

Glu Arg Tyr Gin His Asn Arg Asp Leu Val Asn Phe He Asn Met Phe 
980 985 990 

Ala Asp Thr Arg Leu Glu Leu Pro Arg Gly Trp Glu He Lys Thr Asp 
995 1000 1005 

Gin Gin Gly Lys Ser Phe Phe Val Asp His Asn Ser Arg Ala Thr Thr 
1010 1015 1020 

Phe He Asp Pro Arg He Pro Leu Gin Asn Gly Arg Leu Pro Asn His 
1025 1030 1035 1040 

Leu Thr His Arg Gin His Leu Gin Arg Leu Arg Ser Tyr Ser Ala Gly 
1045 1050 1055 

Glu Ala Ser Glu Val Ser Arg Asn Arg Gly Ala Ser Leu Leu Ala Arg 
1060 1065 1070 

Pro Gly His Ser Leu Val Ala Ala He Arg Ser Gin His Gin His Glu 
1075 1080 1085 

Ser Leu Pro Leu Ala Tyr Asn Asp Lys He Val Ala Phe Leu Arg Gin 
1090 1095 1100 

Pro Asn He Phe Glu Met Leu Gin Glu Arg Gin Pro Ser Leu Ala Arg 
1105 1110 1115 1120 

Asn His Thr Leu Arg Glu Lys He His Tyr He Arg Thr Glu Gly Asn 
1125 1130 1135 

His Gly Leu Glu Lys Leu Ser Cys Asp Ala Asp Leu Val He Leu Leu 
1140 1145 1150 

Ser Leu Phe Glu Glu Glu He Met Ser Tyr Val Pro Leu Gin Ala Ala 
1155 1160 1165 

Phe His Pro Gly Tyr Ser Phe Ser Pro Arg Cys Ser Pro Cys Ser Ser 
1170 1175 1180 

Pro Gin Asn Ser Pro Gly Leu Gin Arg Ala Ser Ala Arg Ala Pro Ser 
1185 1190 1195 1200 
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Pro Tyr Arg Arg Asp Phe Glu Ala Lys Leu Arg Asm Phe Tyr Arg Lys 
1205 1210 1215 

Leu Glu Ala Lys Gly Phe Gly Gin Gly Pro Gly Lys He Lys Leu He 
1220 1225 1230 

He Arg Arg Asp His Leu Leu Glu Gly Thr Phe Asn Gin Val Met Ala 
1235 1240 1245 

Tyr Ser Arg Lys Glu Leu Gin Arg Asn Lys Leu Tyr Val Thr Phe Val 
1250 1255 1260 

Gly Glu Glu Gly Leu Asp Tyr Ser Gly Pro Ser Arg Glu Phe Phe Phe 
1265 1270 1275 1280 

Leu Leu Ser Gin Glu Leu Phe Asn Pro Tyr Tyr Gly Leu Phe Glu Tyr 
1285 1290 1295 

Ser Ala Asn Asp Thr Tyr Thr Val Gin He Ser Pro Met Ser Ala Phe 
1300 1305 1310 

Val Glu Asn His Leu Glu Trp Phe Arg Phe Ser Gly Arg He Leu Gly 
1315 1320 1325 

Leu Ala Leu He His Gin Tyr Leu Leu Asp Ala Phe Phe Thr Arg Pro 
1330 1335 1340 

Phe Tyr Lys Ala Leu Leu Arg Leu Pro Cys Asp Leu Ser Asp Leu Glu 
1345 1350 1355 1360 

Tyr Leu Asp Glu Glu Phe His Gin Ser Leu Gin Trp Met Lys Asp Asn 
1365 1370 1375 

Asn He Thr Asp He Leu Asp Leu Thr Phe Thr Val Asn Glu Glu Val 
1380 1385 1390 

Phe Gly Gin Val Thr Glu Arg Glu Leu Lys Ser Gly Gly Ala Asn Thr 
1395 1400 1405 

Gin Val Thr Glu Lys Asn Lys Lys Glu Tyr He Glu Arg Met Val Lys 
1410 1415 1420 

Trp Arg Val Glu Arg Gly Val Val Gin Gin Thr Glu Ala Leu Val Arg 
1425 1430 1435 1440 

Gly Phe Tyr Glu Val Val Asp Ser Arg Leu Val Ser Val Phe Asp Ala 
1445 1450 1455 

Arg Glu Leu Glu Leu Val He Ala Gly Thr Ala Glu He Asp Leu Asn 
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1460 1465 1470 

Asp Trp Arg Asn Asn Thr Glu Tyr Arg Gly Gly Tyr His Asp Gly His 
1475 1480 1485 

Leu Val He Arg Trp Phe Trp Ala Ala Val Glu Arg Phe Asn Asn Glu 
1490 1495 1500 

Gin Arg Leu Arg Leu Leu Gin Phe Val Thr Gly Thr Ser Ser Val Pro 
1505 1510 1515 1520 

Tyr Glu Gly Phe Ala Ala Leu Arg Gly Ser Asn Gly Leu Arg Arg Phe 
1525 1530 1535 

Cys He Glu Lys Trp Gly Lys He Thr Ser Leu Pro Arg Ala His Thr 
1540 1545 1550 

Cys Phe Asn Arg Leu Asp Leu Pro Pro Tyr Pro Ser Tyr Ser Met Leu 
1555 1560 1565 

Tyr Glu Lys Leu Leu Thr Ala Val Glu Glu Thr Ser Thr Phe Gly Leu 
1570 1575 1580 

Glu 
1585 



60 



<210> 2 
<211> 6200 
<212> DNA 
<213> Homo sapiens 

<220> 
<223> 

<400> 2 

ggtttttagg cctggccgcc atggcgtctc cttctagaaa ctcccagagc cgacgccggt 
gcaaggagcc gctccgatac agctacaacc ccgaccagtt ccacaacatg gacctcaggg 120 
gcggccccca cgatggcgtc accattcccc gctccaccag cgacactgac ctggtcacct 180 
cggacagccg ctccacgctc atggtcagca gctcctacta ttccatcggg cactctcagg 240 
acctggtcat ccactgggac ataaaggagg aagtggacgc tggggactgg attggcatgt 300 
acctcattga tgaggtcttg tccgaaaact ttctggacta taaaaaccgt ggagtcaatg 360 
gttctcatcg gggccagatc atctggaaga tcgatgccag ctcgtacttt gtggaacctg 420 
aaactaagat ctgcttcaaa tactaccatg gagtgagtgg ggccctgcga gcaaccaccc 480 
ccagtgtcac ggtcaaaaac tcggcagctc ctatttttaa aagcattggt gctgatgaga 540 
ccgtccaagg acaaggaagt cggaggctga tcagcttctc tctctcagat ttccaagcca 600 
tggggttgaa gaaagggatg tttttcaacc cagaccctta tctgaagatt tccattcagc 660 
ctgggaaaca cagcatcttc cccgccctcc ctcaccatgg acaggagagg agatccaaga 720 
tcataggcaa caccgtgaac cccatctggc aggccgagca attcagtttt gtgtccttgc 780 
ccactgacgt gctggaaatt gaggtgaagg acaagtttgc caagagccgc cccatcatca 840 
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agcgcttctt gggaaagctg tcgatgcccg ttcaaagact cctggagaga cacgccatag 900 
gggatagggt ggtcagctac acacttggcc gcaggcttcc aacagatcat gtgagtggac 960 
agctgcaatt ccgatttgag atcacttcct ccatccaccc agatgatgag gagatttccc 1020 
tgagtaccga gcctgagtca gcccaaattc aggacagccc catgaacaac ctgatggaaa 1080 
gcggcagtgg ggaacctcgg tctgaggcac cagagtcctc tgagagctgg aagccagagc 1140 
agctgggtga gggcagtgtc cccgatcgtc cagggaacca aagcatagag ctttccagac 1200 
cagctgagga agcagcagtc atcacggagg caggagacca gggcatggtc tctgtgggac 1260 
ctgaaggggc tggggagctc ctggcccagg tgcaaaagga catccagcct gcccccagtg 1320 
cagaagagct ggccgagcag ctggacctgg gtgaggaggc atcagcactg ctgctggaag 1380 
acggtgaagc cccagccagc accaaggagg agcccttgga ggaggaagca acgacccaga 1440 
gccgggctgg aagggaagaa gaggagaagg agcaggagga ggagggagat gtgtccaccc 1500 
tggagcaggg agagggcagg ctgcagctgc gggcctcggt gaagagaaaa agcaggccct 1560 
gctccttgcc tgtgtccgag ctggagacgg tgatcgcgtc agcctgcggg gaccccgaga 1620 
ccccgcggac acactacatc cgcatccaca ccctgctgca cagcatgccc tccgcccagg 1680 
gcggcagcgc ggcagaggag gaggacggcg cggaggagga gtccaccctc aaggactcct 1740 
cggagaagga tgggctcagc gaggtggaca cggtggccgc tgacccgtct gccctggaag 1800 
aggacagaga agagcccgag ggggctactc caggcacggc gcaccctggc cactccgggg 1860 
gccacttccc cagcctggcc aatggcgcgg cccaggatgg cgacacgcac cccagcaccg 1920 
ggagcgagag cgactccagc cccaggcaag gcggggacca cagttgcgag ggctgtgacg 1980 
cgtcctgctg cagcccctcg tgctacagct cctcgtgcta cagcacgtcc tgctacagca 2040 
gctcgtgcta cagcgcctcg tgctacagcc cctcctgcta caacggcaac aggttcgcca 2100 
gccacacgcg cttctcctcc gtggacagcg ccaagatctc cgagagcacg gtcttctcct 2160 
cgcaagacga cgaggaggag gagaacagcg cgttcgagtc ggtacccgac tccatgcaga 2220 
gccctgagct ggacccggag tccacgaacg gcgctgggcc gtggcaagac gagctggccg 2280 
cccctagcgg gcacgtggaa agaagcccgg aaggtctgga atcccccgtg gcaggtccaa 2340 
gcaatcggag agaaggtgaa tgtcctatac tccataattc ccagccagta agccagcttc 2400 
cttccctgag gcctgaacat catcactacc caacaatcga tgagcctctt ccaccaaact 2460 
gggaagctcg aattgacagc cacgggcggg tcttttatgt ggaccacgtg aaccgcacaa 2520 
ccacctggca gcgtccgacg gcagcagcca ccccggatgg catgcggaga tcggggtcca 2580 
tccagcagat ggagcaactc aacaggcggt atcaaaacat tcagcgaacc attgcaacag 2640 
agaggtccga agaagattct ggcagccaaa gctgcgagca agccccagca ggaggaggcg 2700 
gaggtggagg gagtgactca gaagccgaat cttcccagtc cagcttagat ctaaggagag 2760 
aggggtcact ttctccagtg aactcacaaa aaatcacctt gctgctgcag tccccagcgg 2820 
tcaagttcat caccaacccc gagttcttca ctgtgctaca tgccaattat agtgcctacc 2880 
gagtcttcac cagtagcacc tgcttaaagc acatgattct gaaagtccga cgggatgctc 2940 
gcaattttga acgctaccag cacaaccggg acttggtgaa tttcatcaac atgttcgcag 3000 
acactcggct ggaactgccc cggggctggg agatcaaaac ggaccagcag ggaaagtctt 3060 
ttttcgtgga ccacaacagt cgagctacca ctttcattga cccccgaatc cctcttcaga 3120 
acggtcgtct tcccaatcat ctaactcacc gacagcacct ccagaggctc cgaagttaca 3180 
gcgctggaga ggcctcagaa gtttctagaa acagaggagc ctctttactg gccaggccag 3240 
gacacagctt agtagctgct attcgaagcc aacatcaaca tgagtcattg ccactggcat 3300 
ataatgacaa gattgtggca tttcttcgcc agccaaacat ttttgaaatg ctgcaagagc 3360 
gtcagccaag cttagcaaga aaccacacac tcagggagaa aatccattac attcggactg 3420 
agggtaatca cgggcttgag aagttgtcct gtgatgcgga tctggtcatt ttgctgagtc 3480 
tctttgaaga agagattatg tcctacgtcc ccctgcaggc tgccttccac cctgggtata 3540 
gcttctctcc ccgctgttca ccctgttctt cacctcagaa ctccccaggt ttacagagag 3600 
ccagtgcaag agccccttcc ccctaccgaa gagactttga ggccaagctc cgcaatttct 3660 
acagaaaact ggaagccaaa ggatttggtc agggtccggg gaaaattaag ctcattattc 3720 
gccgggatca tttgttggag ggaaccttca atcaggtgat ggcctattcg cggaaagagc 3780 
tccagcgaaa caagctctac gtcacctttg ttggagagga gggcctggac tacagtggcc 3840 
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cctcgcggga gttcttcttc cttctgtctc aggagctctt caacccttac tatggactct 3900 
ttgagtactc ggcaaatgat acttacacgg tgcagatcag ccccatgtcc gcatttgtag 3960 
aaaaccatct tgagtggttc aggtttagcg gtcgcatcct gggtctggct ctgatccatc 4020 
agtaccttct tgacgctttc ttcacgaggc ccttctacaa ggcactcctg agactgccct 4080 
gtgatttgag tgacctggaa tatttggatg aggaattcca ccagagtttg cagtggatga 4140 
aggacaacaa catcacagac atcttagacc tcactttcac tgttaatgaa gaggtttttg 4200 
gacaggtcac ggaaagggag ttgaagtctg gaggagccaa cacacaggtg acggagaaaa 4260 
acaagaagga gtacatcgag cgcatggtga agtggcgggt ggagcgcggc gtggtacagc 4320 
agaccgaggc gctggtgcgc ggcttctacg aggttgtaga ctcgaggctg gtgtccgtgt 4380 
ttgatgccag ggagctggag ctggtgatag ctggcaccgc ggaaatcgac ctaaatgact 4440 
ggcggaataa cactgagtac cggggaggtt accacgatgg gcatcttgtg atccgctggt 4500 
tctgggctgc ggtggagcgc ttcaataatg agcagaggct gagattactg cagtttgtca 4560 
cgggaacatc cagcgtgccc tacgaaggct tcgcagccct ccgtgggagc aatgggcttc 4620 
ggcgcttctg catagagaaa tgggggaaaa ttacttctct ccccagggca cacacatgct 4680 
tcaaccgact ggatcttcca ccgtatccct cgtactccat gttgtatgaa aagctgttaa 4740 
cagcagtaga ggaaaccagc acctttggac ttgagtgagg acatggaacc tcgcctgaca 4800 
ttttcctggc cagtgacatc acccttcctg ggatgatccc cttttccctt tcccttaatc 4860 
aactctcctt tgattttggt attccatgat ttttattttc aaaccaaatc aggattgaca 4920 
aaagctgtgc atgaagaact gccttcttct aagatctaac cttcaggctt ctctcctctg 4980 
ttttcaatga actgctagcc tgtatgcaat attaaaaaac agctgtctca aggtctgtgt 5040 
atatctccac atacctccat tactaacaat gaaatatgaa tgcaagttaa gctacacttg 5100 
accaaatggt aataaatgtt tacttccatt tctatcattg aagggaaaat gtgagcatta 5160 
agcactccag gctttcatat gcccatgtct tctgagcaga gccaccattt tttataattt 5220 
ctaataacca actccagaac taggagctga tcaactcttt gttttcctct ccatctactt 5280 
ttccctgtgc ataatatcca tccaaaggac aacagtggca aagctgaaat ttttatacat 5340 
tcaactcatg attcacatgt ggcatcagtc ccatcagccg gaactagcct agacatacgg 5400 
tgcaaatatg acacttctaa cgattaacaa cagcaagaaa acacctgctg ctgatgcaat 5460 
gcaatgcatc ccaatggttg tggggattgt gggctcaact caagagaagt ttaggagggg 5520 
gagcatccct agtgaatact cacaccacaa gaaggacaaa cttgtgcaca tgtccaagaa 5580 
agaaagcttc ttgattgagg tagcatgaag gatgaggctt cagcccccat tgtcttatgt 5640 
agaatgtggc aatgccaact ggagaaaggg aagaaggaca tattaccttg gtttgaatcc 5700 
ctgagttctg tactgttctg ttttgtttag tctagccaca gttcttcaca aaggaaaaaa 5760 
aaatgtgtag atgataccat gacttttgtt aaagccatga cttttgtttg cttggcagac 5820 
aaaccctttt tttaaaactt tgatattttt ttttcacatt ttttttcctt ttcctttctt 5880 
aatcatggag ttcaagttcc tttgcattcg attgtccatc gggaccacac taggaagctg 5940 
cagagagtga tggtgcttgt tagggatcaa gggcaacata gtacttctcc ttcacccata 6000 
gtaatcctcc tggggcagaa acataacacc ccaaaggcac gttgatttgt atcaaaataa 6060 
atatccagtt tcttttagca ttcagtgaaa acatatctca gaaaacttca tgttgtcaga 6120 
aaaacagctg caggctccaa agacagccta acctctcaac tacatttgaa ataaacccaa 6180 
ccataatggt aaaaaaaaaa ^200 
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mm 
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hNEDLI HASPSRNSQSRRRCKEPLRYSYKPDQFHNMDLRGGPHDGVTlPRSTSDTDmSDSRSTUJVSSSYYSlGHSQD 100 
mNEDLl HASPSRNSQSRRRCKEPLRYSYNPDQFHNIDIRNGAHDAITIPRSTSDTDLWSDSRSTLMVSSSYYSIGHSQDLVIHWDIKEEVDAGD^ 100 

TV:!,,.**"*...******.********* ***** ****** *****************************——— ** 

hNEDU SENFLDYKNRG\raGSHR6Q!lWKiDASSYFVEPETKICFKYYHGVSGALRAnPS\rrVKNSAAPIFKSlGADETVQGQGSRRL!SFSLSDFQAMGU^^ 200 
mNEDLl SENFLDYKNRGVNGSHRGQIIWKIDASSVFVESETKlCFKVYHGVRGALRAnPSVWKNSAAPlFKGlGSEETAQSQGSRRLISFSLSDFQAHGLKKGM 200 
**•**************•*•*•**•***•*■"* ************ *******.************* *• ** * *********************** 

hNEDLI FFNPOTilKfSIQ^GKHSlIn^^ 
D,NEDL1 FFNgra^ 

C2 Domain 

hNEDLI TLGRRLPTDHVSGQLQFRFEITSSIHPDDEEISLSTEPES-AQIQDSPMNNLHESGSGEPRSEAPESSESWKPEQLGEGSVPDRPGNQSIELSRPAEEAA 399 
mNEDLl TLGRRLPTDHVSGQLQFRFEITSSIHADDEElSLSAEPESSAETQDSlMNSIWVGNSNGEPSGDATEFCKDAKPESPSEGNG\raSSENQNQEHAGPVEE 400 

************************** ******** **** * ♦** ** *•* * * **♦ ** *♦ * * **** 

hNEDLI VITEAGDQGMVSVGPEGAGELLAQVQKDIQPAPSAEELAEQLDLGEEASALLLEDGEAPASTKEEPLEEEATTQSRAGREEEEKEQEEEGDVSTLEQGEG 499 
mNEDLl GAHEAROGSNVSEAPEEPGELQDPEQHDTQPTLSAEEVAEGLPLOEOSPSSLLPEENTALGSKVEEETVPBIGAREEEMQKGKDEEEEEEDVS 499 
«* * ** ** • * ** *♦*♦ ***** ** • • 

RLQLRASVKRKSRPCSLPVSELETVIASACGDPETPRTHYIRIHTLLHSHPSAQGGSAAEEEDGAEEESTLITOSSEKDGLSE 599 

PELETVIASACGDAETPRTHYlRIHTLLHSMPSAQRGSnEEEDGLEEESTLKESSEKOGLSEVDTIAADPQSHEDGESDG 580 

************ **»♦*••**•♦♦♦***»*♦** *• •**•* ******* ************ *»** • 



hNEDLI 
mNEDLl 



*****»*i|iIF*W T4»».r»»^»ii»i-T-r-.--^-.--^--i-^-r 

hNEDLI EGATPGTAHPGHSGGHFPSLANGAAQDGDTHPSTGSESDSSPRQGGDHSCEGCDASCCSPSCYSSSCYSTSCYSSSCYSASCYSPSCYNGNRFA^ 699 

mNEDLl ATLCHAPSDCSGGHFSSLSKGIGAGQDGEAHPSTGSESDSSPQQGADHSCEGCDASCCSPSCYSTSCYSSSCYSSSCYSSSCYN----GNNRFASHT^ 676 

* «* *** •«****♦**•** *• ****************** •*** »•***•♦•* ********** 

hNEDLI sVDSAKISESTVFSSQODEEEENSAFESVPDSBQSPELDPESTNGAGPfflQDELAAPSGHVERSPEGLESPVAGPSNRREGECPILHNSQPVSQLPSLRPE 799 

fflNEDLI SVDSAKI SESTVFSSQEDEEEENSAFESVPDSVQSPELDPESTMGAGPWQDELAAP6GNAARSTEGLESPHAGPSNRREGECP \ LHNSQP I SQLPSLRPE 776 
♦*********.***** *************** *********************** * ****** ******************* ********* 

hNEDLI HHHYPTiqEPLl'piiiARTDS^^^ 

mNEDLl HHHYPAI r'"""' """""" " " ' '^'••"-r.wcvimij i nDT-mijnDDciiiDTBnrsu i »*;ft^\mnMPni HRHVON I ORTHATERAEEDSGNQNSEQ I PDGGGGGG6GS 876 



***** ****************** 



hNEDLI DSEAESSQSSLDLR^RE^PVNSQKira^ I TNPEFFTVLH ANYSAYRVFTSSTCLKHH ! LKVRRDARNFERYQHNRDLVNF I NHFADT 998 

mNEDLl DSEAESSQSSLDLRREGSLSPVNSQKVTLLLQSPAVKFITNPEFFTVLHANYSAYRVFTSSTCLKHMILK^ 976 

hNEDLI LPR6iErKTOQQGKSFFVD» """^^ 
mNEDLl LPRGWEIiaDHQGKSFFVGHNSRATTFIDPRI>LQNGRLPNHLTHRQHLQRLRSYSAGEASEVSRNRGASLLARPGHSLlAAIRSW^^ 1076 

rr*"rr*"*~*~*~*"*~r*"^ ** ****»*♦**♦*** 

WW Domain 2 

hNEDLI VAFLRQPNIFEMLQERQPSLARNHUREKIHYIRTEGNHGLEKLSCDADLVlLLSLFEEEIMSYVPUmFHPGYSFSPRCSPCSSPQNSPGLQ^^ 1198 
VAFLRQPNIFEMLQERQPSURNHTLREKIHYIRTEGNHGLDKLSCDADLVILLSLFEEEIMSYVPLQSAFW^^ 

!**:********.****^ ******************* ** *********************** 



II1NEDL1 

***************************************** »,*«»»*. 

hNEDLI PSPYRRDFEAKLRNFYRKLEAKGFGQGP6KIKLIIRRDHLLEGTFNQ\ffllAYSRKELQRNKLYVTFVGEEG^^^^ 
mNEDLl PSPYRRDFEAKLRNFYRKLEAKGFGQGPGK\fl(LI!RRDHLLE6TFNQVMAYSRKELQRNKLYITFV6EE6LDYSGPS 

******************************* ************************************* 



hNEDLI 
mNEDLl 

hNEDLI 
mNEDLl 

hNEDLI 
mNEDLl 



«************'i'»»**»*"**»»»"''^"'"' — . — ^. , - . 

NDTYTVQISPMSAFVENHLEWFRFSGRILGLALIHQYLLDAFFTRPFYKALLRLPCDLSDLEYLDEEFHQSLQWHKDNNITD 1 LDLTFTVNEEVFGQVTE 
NDTYTVQISPMSAFVENYLEfflFRFSGRltGLALIHQYLPDAFFTRPFYKGLLKLPCDI^DLEYLDEEFHQSLQ»HKDNNlTD 

********** * * ***** ******* *********************************************** 

RELKSGGANTQVTEKNKKEYIERMVKBRVERGWQQTEALVRGFYEWDSRLVSVFDARELELVIAGTAEIDLNDWRNNTEYRGGYHDG^ 
RELKSGGANTQVn-EKNKKEYIERHVKWRVERGWQQTEALLRGFYEVVDSRLVSVFDARELELVIAGTAEIDLNDWRNNTEYRGGYHDGHLV 

;*** ** ******************* ********************************************** Y** * 

ERFNNEQRLRLLQFVTGTSSVPYEGFAALRGSNGLRRFC I EKW6K I TSLPRAHTCFNRLDLPPYPSYSMLYEKLLTAVEETSTF6LE 
ERFNNEQRLRLLQFVTGTSSMPYEGFAALRGSNGLRRFCIEKISGKITSLPRAHTCFNRLDLPPYPSYSMLYEKLLTAVEETSTFGLE 
****************** ************************************************************* 
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